Mechanisms contributing to adverse cardiovascular events seen in patients treated with BM in the BEACON trial have since been addressed [7] . It was concluded that the modulation of the endothelin pathway provided an explanation of the mechanisms by which BM caused an increase in cardiovascular events in participants. It was also found that BM was able to suppress the endothelin pathway in the kidneys of chronic kidney disease (CKD)-induced rodents and healthy cynomolgus monkeys by reducing the protein expression of the ET A receptor [7] . In healthy cynomolgus monkeys, BM did not affect the ET B receptor expression [7] . However, in rodents induced with CKD, BM restored ET B receptor levels to those observed in the control animals [7] . Thus, these results are extremely important in trying to explain the detrimental cardiovascular events that occurred in a number of patients taking BM in this human clinical trial. Despite this, there are limitations in arriving at this conclusion because only the endothelin pathway of kidney tissue was examined and not the cardiac tissue.
It is well established that renal endothelin 1 (ET-1) has several important functions including regulating sodium and water homeostasis, renal blood flow and acid base balance via activation of ET A and ET B receptors [8] ( Table 1 ) . Furthermore, if the endothelin system is suppressed, such as from being targeted by BM, this balance is disturbed causing fluid retention, which can lead to heart failure [8] . However, it is important to note that the endothelin pathway in the heart has a different function with regard to the kidneys. ET-1 in the cardiac muscle promotes cardiac hypertrophy and subsequent heart failure via activation of ET A receptors [9] ( table 1 ). Furthermore, both ET A receptor and combined ET A /ET B receptor antagonism have been shown to lower blood pressure and reduce the infarct size in patients with congestive heart failure [9] . Thus, suppressing the endothelin pathway in the heart would be protective against adverse cardiovascular vascular events.
In our opinion, due to the differing functions of the endothelin pathway in the kidneys and heart, we feel that more evidence is required to conclude that BM treatment causes adverse cardiovascular events by suppressing the renal endothelin pathway. Future investigation of the effects of BM on cardiac tissue is required in order to determine if BM inhibits ET A receptors in the heart causing its protection. 
